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ED Gomperts, CA Nye and W Richards. USC Sch ~e d ; ~h i l d r e n s .
H o s p i t a l o f L.A., Dept Peds, Los Angeles, C a l i f o r n i a . AIDS, c h a r a c t e r i z e d by T -c e l l d y s f u n c t i o n , has been r e p o r t e d i n H. However, many o f t h e i n f e c t i o n s i n AIDS may r e f l e c t neut r o p h i l (PMN) d y s f u n c t i o n .
15 h e a l t h y a d u l t s (Gp I ) , 18 a d u l t H p a t i e n t s (Gp 2) and 5 a d u l t AIDS p a t i e n t s (Gp 3) were s t u d i e d . T -c e l l s (Leu-I), he1 p e r T -c e l l s (Leu-3) and suppressor T -c e l l s (Leu-2) were determined.
PMN chemotaxis (CTX) was measured w i t h an agarose technique.
PMN adherence (AOH) was measured w i t h a n y l o n wool column assay.
Results were expressed as means + SEM -percent o f lymphocytes o r m i g r a t i n g n e u t r o p h i 1s. L e u -l Leu-2 * I n d i c a t e s a s i g n i f i c a n t dl-fference from c o n t r o l s (Gp 1 ) .
These r e s u l t s c o n f i r m s i m i l i a r abnormal T -c e l l subsets i n H and AIDS. PMN ADH i n H o a t i e n t s and PMN ADH and CTX i n AIDS p a ti e n t s were normal. ~o w e l e r , CTX was i m p a i r e d i n 12 o f 16 H p a ti e n t s s t u d i e d .
I n c u b a t i n g c o n t r o l c e l l s w i t h sera from H and AIDS p a t i e n t s d i d n o t a f f e c t CTX.
Although H and AIDS have s i m i l i a r T -c e l l a b n o r m a l i t i e s , t h e normal PMN CTX i n AIDS i s i n c o n t r a s t t o t h e decreased CTX i n H p a t i e n t s . The immune d y s f u n c t i o n seen i n H appears t o have pathogenetic f a c t o r s i n a d d i t i o n t o those t h a t cause AIDS. Since an i n d i v i d u a l ' s immune s t a t u s , p r e c u r s o r frequency o f a n t i g e n s p e c i f i c T and B c e l l s , a n t i g e n dose, and c u l t u r e c o n d i t i o n s can l i m i t a n t i g e n -s p e c i f i c ab r esponses, ~y l t u r e supernatayts were screened f o r s p e c i f i c ab from 15 sero +" ( t i t e r 2 10-by ELISA) and 7 "-" i n d i v i d u a l s a t v a r y i n g c e l l c o n c e n t r a t i o n s , a t v a r y i n g doses o f a n t i g e n and from d i f f e r e n t types o f c u l t u r e vessels. Our r e s u l t s show t h a t n e t ab s y n t h e s i s occurred: i n lymphocytes from 10 o f 15 s e r o "t" and none o f 7 s t r o "-" i n d i v i d u a l s ; a t c e l l c o n c e n t r a t i o n s between 0.5-0.8 x 10 c e l l s f w e l l ; i n round bottom m i c r o t i t e r w e l l s ; a t T:B r a t i o s from 0.5:l t o 3 : l ; and o p t i m a l l y a f t e r washout o f HSV a f t e r 4 days o f c u l t u r e . R e p l i c a t e c u l t u r e s were needed f o r d e t e c t i n g ab.
These f i n d i n g s i l l u s t r a t e t h e inununobiology o f i n v i t r o s p e c i f i c ab s y n t h e s i s i n t h a t h i g h numbers o f i n v i E
7 s e n s i t i z e d a n t i g e n -s p e c i f i c p r e c u r s o r s T and B c e l l s c u l t T r e d X i h i g h d e n s i t y c o n f i g u r a t i o n s a f t e r a n t i g e n washout t o p r e v e n t suppression o f ab s y n t h e s i s were necessary f o r ab s y n t h e s i s .
DEFECTIVE IMMUNOREGULATORY FUNCTIONS OF LYMPHOCYTES
-f 986 FROM PATIENTS WITH THE CHEDIAK-HIGASHI SYNDROME.
Madhavan P.N. N a i r , S t a n l e y A.Schwartz, and Laurence A. Boxer.
Univ. o f Michigan, Department o f P e d i a t r i c s .
Lymphocytes (PEL) from 2 Chediak-Higashi (CH) syndrome p a t i e n t s were examined f o r n a t u r a l k i l l e r (NK) a c t i v i t y , a n t ibody dependent c e l l u l a r c y
t o t o x i c i t y (ADCC), t a r g e t b i n d i n g cap a c i t y (TBC), l e c t i n dependent c e l l u l a r c y t o t o x i c i t y (LDCC), Con
A induced suppressor c e l l s , s o l u b l e suppressor f a c t o r (SSF), and responsiveness t o i n t e r f e r o n ( I F ) and i n t e r l e u k i n -2 ( I L -2 ) . PBL from CH p a t i e n t s showed l i t t l e NK o r AOCC a c t i v i t y a t v a r i o u s e f f e c t o r t o t a r g e t c e l l r a t i o s . However, t h e TBC o f p a t i e n t s ' PEL was comparable w i t h c o n t r o l s , i n d i c a t i n g t h a t t h e d e f e c t i n c y t o t o x i c i t y was n o t due t o l a c k o f t a r g e t r e c o g n i t i o n . PEL from CH p a t i e n t s c u l t u r e d w i t h and w i t h o u t Con A f a i l e d t o suppress t h e NK a c t i v i t y o f f r e s h a l l o g e n e i c e f f e c t o r c e l l s i n c o n t r a s t t o normal PEL, suggesting t h a t d e f e c t s i n immunoregulatory lympho c y t e s may c o e x i s t w i t h abnormal e f f e c t o r f u n c t i o n s i n CH p a ti e n t s . Although r e s i d u a l c y t o t o x i c i t y o f CH lymphocytes c o u l d be c o n s i d e r a b l y enhanced w i t h PHA i n t h e LOCC system, enhancement was markedly l e s s t h a n t h a t o f normal c o n t r o l c e l l s . Preincubati n g CH lymphocytes f o r 24 h r produced a s l i g h t i n c r e a s e i n NK a c t i v i t y when I F was added t o t h e c u l t u r e s , whereas I L -2 d i d n o t enhance c y t o t o x i c i t y i n c o n t r a s t when normal PBL were p r e c u lt u r e d w i t h I F and IL-2.
SSF from CH p a t i e n t s s i g n i f i c a n t l y i nh i b i t e d t h e NK a c t i v i t y o f normal PBL. The d i m i n i s h e d c y t o t o x ic i t y , d e f e c t i v e immunoregulatory f u n c t i o n s and reduced responsiveness t o IF, I L -2 and LDCC o f PEL from CH p a t i e n t s may cont r i b u t e t o t h e i r increased r i s k o f i n f e c t i o n and m a l i g n a n c i e s .
BIOSYNTHESIS AND POSTSYNTHETiC ASSEMBLY OF HUMAN 987 C REACTIVE PROTEIN (CRP). E. C. M a n t z o u r a n :~, G. Goldberger, L. A. Potempa, A. S. Whitehead, H. Gewurz, H. R. Colten, Harvard Medical School, Boston, MA and Rush Medical College, Chicago, I L .
C r e a c t i v e p r o t e i n (CRP) increases up t o 100 o r 1000 f o l d d u r i n g acute t i s s u e i n j u r y , hence serum CRP measurements have been useful i n c l i n i c a l e v a l u a t i o n o f inflammatory diseases. Since t h e molecular mechanisms t h a t r e g u l a t e t h e acute phase response a r e unknown, we undertook a study o f t h e CRP gene and b i o s y n t h e s i s and p o s t s y n t h e t i c p r o c e s s i n g o f CRP p r o t e i n . We have i s o l a t e d a CRP s p e c i f i c human cDNA probe and used it t o l o c a l i z e t h e gene t o chromosome 1 (Science 221:69). CRP cDNA h y b r i d i z e d w i t h p o l y A+ mRNA (2.2 Kb) t h a t d i r e c t s c e l l f r e e t r a n s l a t i o n o f monomeric preCRP (26,000 M r ) . PreCRP expressed a n t i g e n i c determinants n o t d e t e c t a b l e i n t h e n a t i v e plasma p r o t e i n .
When mRNA i s t r a n s l a t e d i n t h e presence o f microsomes o r i n Xenopus oocytes, t h e 18 amino a c i d s i g n a l p e p t i d e o f preCRP was cleaved, t h e monomer assembled t o t h e pentameric form, c h a r a c t e r i s t i c o f n a t i v e serum CRP, and l o s t t h e a n t i g e n i c determinant a s s o c i a t e d w i t h t h e c e l l f r e e t r a n sl a t i o n p r o d u c t .
I n d u c t i o n w i t h t u r p e n t i n e o f a a c u t e phase response i n r a b b i t s demonstrated a dose dependent s p e c i f i c r i s e i n CRP mRNA d e t e c t e d by Northern b l o t a n a l y s i s and an increase i n c e l l f r e e pre-CRP s y n t h e s i s . These data p . . .
by Grant Morrow), Dept. Ped., C h i l d r e n ' s H o s p i t a l , OSU, Columbus.
We immunized pregnant cows w i t h Ps E x t r a c t Vaccine (Wellcome, UK) t o produce a n t i -P s BCI. Anti-Ps BCI have a g g l u t .6 Treatment group s u r v i v a l curves were n o t e q u a l (p<0.01). Anti-Ps BCI-fed animals had l e s s m o r t a l i t y t h a n NI-BCI, HIG, o r DSW-fed animals, b u t these d i f f e r e n c e s reached s t a t i s t i c a l s i g n i f i c a n c e o n l y f o r anti-Ps BCI v s D5W (z=3.676, p<0.05). Conclusion: O r a ll y f e d anti-Ps BCI may reduce t h e i n c i d e n c e and m o r t a l i t y o f Ps s e p s i s i n t h e t r a n s i e n t l y leukopenic h o s t T h i s e f f e c t was n o t seen w i t h a d u l t c c A d d i t i o n a l experiments i n d i c a t e t h a t t h e s y n e r g i s t i c e f f e c t o f pokeweed m i t o g e n and S. aureus Cowan I o n cord b l o o d mononuclear c e l l s can b e s t be e x p l a i n e d by a two-phase model of B c e l l d i f f e r e n t i a t i o n wherein the macrophage and i t s s o l u b l e product governs a n e a r l y f i r s t phase, w h i l e t h e T h e l p e r and i t s s o l u b l e m e d i a t o r governs the l a t e r second stage. We propose t h a t i n t h e neonate, S. aureus Cowan I a c t s on the macrophage t o i n i t i a t e the d i f f e r e n t i a t i o n , and pokeweed mitogen a c t s o n the T h e l p e r t o complete t h e development i n t o plaque f o r m i n g c e l l s .
i n a t i n g and o p s o n i z i n g a c t i v i t y a g a i n s t Ps, b u t a r e n o t b a c t e r i a c i d a l o r s t a t i c . By a d s o r p t i o n w i t h Ps, these a c t i v i t i e s can be removed from BCI. Bovine I g G l can b e i d e n t i f i e d o n t h e surface o f Ps adsorbed w i t h anti-Ps BCI. We compared t h e p r o t e c t i v

